GC-MS method to analysis drug concentration
To analyze cantharidin concentration, the gas chromatography-mass spectrometry (GC-MS) was employed according to our previous study [1] . Briefly, GC-MS was performed on a Shimadzu QP-2010 instrument equipped with a Shimadzu QP 2010S mass spectrometer (Shimadzu Corporation, Tokyo, Japan). Samples were injected in splitless mode on DB-5 MS analytical column (30 m × 0.32mm ID with a film thickness of 0.25 μm film thickness, J&W Scientific, Folsom, CA). Helium was used as a carrier gas. The flow rate of gas was 1 mL/min. Injector temperature was set at 280 °C. The initial column temperature was 60°C, and then increased to 275 °C at 10 °C/min, and then to 285 °C at 20 °C/min, held for 3min. Temperature of the ion source and auxiliary temperature were 250 °C and 285 °C, respectively. Calibration curves were linear in the range of 0.1μg/ml-100 μg/ml (r 2 ≥ 0.991). Total run time was 40 min.
In vitro drug release
Drug release behaviors of CTD from liposomes in vitro were performed by a dynamic dialysis technique as previously described [2] . First, we put 1 ml of liposome solution entrapped CTD or free CTD solution into a dialysis bag (MWCO 12000-16000) and tightened the both ends of the bag with cotton thread. The dialysis bag was then fully immersed in the wide mouth packer bottles containing 5 mL of PBS (pH 7.4) as release medium. Then these assemblies were put into a shaker with 50 rpm shaking at 37 ± 0.2 °C to mimic the in vivo conditions. At predetermined intervals, the release medium (0.2 ml) was collected for analysis and the 0.2 ml of fresh medium was added subsequently. The samples were analyzed by GC-MS after extraction with ethyl acetate.
The cumulative release rate (%) was calculated as following:
where Cn is the CTD drug concentration in the release medium at each time point, V0 is the total volume of the release medium, Ci and Vi is the drug concentration in the release medium at time i and the volume of the withdrawn medium, respectively. W is the total CTD drug content at the initial time. multiple comparisons were conducted between tested groups. *P < 0.05, **P < 0.01. 
Supplementary figure

